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        Principles and Policy Guidelines - REFERENCES
This institution is guided by the ethical principals regarding all research involving humans as subjects as set forth in the report of the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research (entitled: Ethical Principals and Guidelines for the Protection of Human Subjects Research, also known as the Belmont Report), and as described in the Nuremberg Code and the World Medical Association Declaration of Helsinki.  Furthermore, this institution abides by all applicable federal and local regulations governing the proper conduct of human subjects and animal use research as outlined in:
1. Title 10, USC, Section 980.

2. Title 45, Part 46 of the Code of Federal Regulations (45 CFR 46), Department of Health and Human Services, Protection of Human Subjects.
3. Title 21, Part 50 of the code of Federal Regulations (21CFR 50), Food and Drugs, Protection of Human Subjects.
4. Title 21, Part 56 of the code of Federal Regulations (21 CFR 56), Food and Drugs, Institution Review Boards.
5. Title 21, Part 312 of the Code of Federal Regulations (21 CFR 312), Food and Drugs, Investigational New Drug Application.
6. Title 21, Part 812 of the Code of Federal Regulations (21 CFR 812), Food and Drugs, Investigational Device Exemptions.
7. Title 32, Part 219 of the code of Federal Regulations (32 CFR 219), National Defense, Protection of Human Subjects.
8. Army Regulation AR 40-38, Clinical Investigation Program.
9. Army Regulation 70-25, Use of Volunteers as Subjects of Research.
10. Army Regulation 1-100, Gifts and Donations.
11. Army Regulation, AR 40-7, Use of Investigational Drugs and Devices in Humans and the Use of Scheduled 1 Controlled Drug Substances.
12. DODI 3210.7, Research Integrity and Misconduct (14 May 2004).
13. TB MED 525, Control of Hazards to Health from Ionizing Radiation Used by the Army Medical Department.

14. Title 45, part 160 and 164 of the Code of Federal Regulations 45 CFR 160, 164) - Standards for Privacy of Individually Identifiable Health Information Final Rule (HIPAA).

15. Public Law 104-191, Health Insurance Portability And Accountability Act (HIPAA) of 1996.

16. DODD 6000.8, Funding and Administration of Clinical Investigation Programs.

17. DODD 3216.2, dated 25 March 2002, Protection of Human Subjects and Adherence to Ethical Standards in DOD Supported Research.

18. DOD 6025.LL-R, DOD Health Information Privacy Regulation.

19. WRAMC Pam 40-112 Human Biological Specimen Banking (21 September 2005).

20. WRAMC Regulation 40-113 Medical Services Health Information Privacy (08 Sept 2005).

THE ROLE OF THE DEPARTMENT OF CLINICAL INVESTIGATION

1.  Mission and Location

a.
The mission of the Department of Clinical Investigation (DCI) is to oversee the protocol approval and research conducted at:

(1)
WRAMC, and 

(2)
Within the 22-state North Atlantic Region at Army Medical Treatment Facilities that do not have an IRB.  These MTFs include Aberdeen Proving Ground, Ft. Knox, Ft. Eustis, Ft. Lee, Ft. Belvoir, Ft. Meade, Ft. Monmouth, Ft. Dix, Ft. Drum. WRAMC DCI in addition oversees human subjects research conducted under the European Regional Medical Command DoD Multiple Project Assurance.
b.
The Department of Clinical Investigation provides the necessary physical resources and support staff for both the Clinical Investigation Committee (CIC) and the Human Use Committee (HUC).  This support includes a recording secretary, a minimum of four Protocol Coordinators, the Chairperson of the CIC, and the Co-Chairs of the HUC.  These personnel manage the day-to-day activities necessary for Committee functioning including distribution of protocol materials to Committee members.  The Protocol Coordinators ensure that all Committee requirements have been completed.  The Chief of RRS and IRB Administrator assure that these activities are satisfactorily accomplished.  The Chief of RRS provides the signature authority for the research proposal approval letter.

c.
DCI administrative offices are located on the 4th floor of Building 6, the Borden Pavilion.  

2.  Organizational Chart

The Department is divided into four Services headed by the Office of the Chief.  Each Service supports the CIC, HUC and the performance of research at WRAMC.  Following is an organizational chart:
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	Research Review Service
	
	Clinical Studies Service
	
	Research Administration Service
	
	Research Operations Service


3.  Functional Details:

a.
Office of the Chief - Has overall responsibility for the DCI mission, publication clearance, Bailey K. Ashford Award, and oversees research training programs for fellows, staff and committee members.
b.
Research Review Service (RRS) - Performs the Initial Review for regulatory compliance of research proposals from submission to approval.  Oversees the Continuing Review process, including Annual Progress Reports (APR), protocol addenda, and adverse event reports.  Works in conjunction with the Biostatistics Support Section.
c.
Research Administrative Service (RAS)  - Manages the Department’s budget, personnel, and space issues.  Implements existing regulations for Cooperative Research and Development Agreements (CRADAs), gifts, contracts, the purchase of supplies/equipment, and the computer laboratory.  RAS also reviews and provides input to the CIC regarding the appropriate use of intramural funds for research proposals.
d.
Clinical Studies Service (CSS) - Provides research education and training, conducts audits, and coordinates adverse event report.  Provide statistical support for study design and data analysis.  Acts as liaison with NNMC, USUHS, NIH, and other institutions.
e.
Research Operations Service (ROS) - Consists of basic science and clinical research laboratories and provides support and training in chemistry, immunology, and molecular biology for DCI- approved protocols.
Refer to the DCI Website at http://www.wramc.amedd.army.mil/departments/dci/ for further information about each DCI service and to obtain a phone directory of DCI positions.
This Standard Operating Procedure is updated periodically based on new developments in statutory law, regulatory requirements, or Army/WRAMC procedures.

SUBMISSION AND REVIEW OF RESEARCH PROTOCOLS
Proposal Application: 

1.  Overview:

a.
The Research Review Service (RRS) ensures that investigators prepare their protocols in accordance with existing regulations.  Instructions are provided in the “Principal Investigators Guide” and in the protocol templates, which are periodically updated.  A list containing the commonly used policies and guidelines is attached in the reference section of this document. It is mandatory that all personnel involved in the conduct, review, or approval of WRAMC research are required to obtain education and training on the protection of human subjects in research. This training must be completed within the 3 years prior to approval of the protocol. The web based Collaborative IRB Training Initiative (CITI) course is required to meet this educational standard. After 3 years expires, PIs must complete the CITI “refresher course”.

b.
The Research Review Service encourages investigators to review the Principal Investigator’s Guide (See http://www.wramc.amedd.army.mil/departments/dci/) to ensure a thorough understanding of guidelines, policies, and regulations that pertain to the conduct of research at Walter Reed Army Medical Center.
2.  Protocol Preparation

A complete protocol application packet for human use protocols should include the following:

Protocol Template containing the following items: (see http://www.wramc.amedd.army.mil/departments/dci/
1) Project Title

2) Principal investigator

3) Associate investigators

4) Collaborating personnel
5) Medical Monitor (as applicable)
6) Abstract
7) Objectives
8) Medical Application
9) Background and significance
10) Plan
a) Investigational Drugs/Devices Status

b) Type and number of patients/charts/specimens to be studied (including justification for vulnerable populations.)
c) Inclusion and Exclusion Criteria
d) Recruitment

e) Consent process

f) Study Design and Methodology
g) Serious and unexpected adverse events
h) Human Biological Specimen information

i)
Patient Confidentiality

j) Data Collection
k) Sample size estimation

l) Data analysis
m) References

n) Facilities/organizations to be used
o) Role and responsibilities of each investigator and collaborator
p) Time required to complete the study

q) Budgetary details (including sponsor information)

11) Environmental Impact Statement

12) Investigator Compliance Memorandum

13) Responsibilities of the PI in Human Subjects Research
14) General Impact Statement

15) All relevant specific impact statements, such as Pharmacy impact statement, Pathology impact statement, Nursing impact statement, DOM-impact statement.
3.  Consent Form Preparation
A consent form is prepared according to the Principal Investigators Guide with appropriate template language provided. Certified copies of translated informed consent documents need to be prepared if required by the study population.  A consent form may be one of two types: minimal risk, or greater than minimal risk.  The elements of a minimal risk protocol include:
Consent Form (as applicable) - Volunteer Agreement Affidavit (DA Form 5303-R) (see http://www.wramc.amedd.army.mil/departments/dci/)

      (a) Description of this Study


(b) Amount Of Time For You To Complete This Study


(c) Possible Risks Or Discomforts From Being In This Study


(d) Possible Benefits of Being In This Study


(e) Confidentiality (Privacy) Of Your Identity And Your Research Records

(f) Conditions Under Which Your Taking Part in This Study May Be Stopped Without Your Consent


(g) Eligibility and Payment for Being in This Study


(h) Compensation to You If Injured and Limits to Your Medical Care

(i) Eligibility of Federal Government Employees to Be in This Study (as applicable)

Additional elements required in a greater than minimal risk protocol include:

(j) Steps that will be taken before and during this study to protect you


(k) Unknown risks to you or an unborn child/fetus (as applicable)

(l) Approximate number of people taking part in this study

(m) Costs that may result from taking part in this study

(n) Other procedures or treatments you could choose


(o) Important new findings


(p) Precautions to be observed by you before, during, and after being in this study (as applicable)
(q) What will happen if you decide to stop taking part in this study and instructions for stopping early


(r) Possible other research using your blood samples/tissue sample/body fluids taken during this study  (as applicable)

(s) Investigational drug  (as applicable)
      (t) Investigational device  (as applicable)

4.  Additional Required Documents

a. Data collection sheets / Questionnaires
b. Letters of support to PI from collaborators of other institutions (as applicable), such as letters from drug sponsors, letters regarding loaned equipment, and/or memorandum regarding acceptance of gift/donation

c. Master protocol
d. CV/Resume for principal and associate investigators
e. Certification of CITI Research Course.
f. HIPAA Authorization as appropriate
Please refer to PI Guide, Consent Form Instructions, and Consent Form Template for detailed instructions regarding the preparation and submission of a WRAMC protocol. 
PROTOCOL REVIEW PROCESS

1. Protocol Log-In and Administrative Review

a.  When the protocols in their entirety (the completed original protocol including the consent form along with two copies of original documents) are received by DCI, the first step is to log them in to the DCI database. This will help guide review of the protocols, which is determined based on the date received in DCI. An e-mail message acknowledging the receipt of the protocol will be sent to the PI with in 2-3 days, in which the name of the assigned DCI coordinator will be provided. The PI is encouraged to communicate with the coordinator any issues related to the protocol.

b. The assigned protocol coordinator will be the point of contact through out the evaluation, review and IRB activities associated with that protocol.
c. The assigned coordinator will perform an initial administrative review of the protocol within 7 days of the receipt of the protocol or 14 days prior to the scheduled meeting, as appropriate. This initial review is to determine the completeness of the protocol package with all the required forms and signatures. The protocol coordinator uses an administrative review check list to complete this task. 
d. After administrative review, the DCI coordinator will send out a second memorandum to the principal investigator, notifying deficiencies, if any and the date that the protocol is scheduled for committee review.  In addition to this memorandum, each PI is notified electronically (with electronic confirmation requested to verify receipt of message) or telephonically to ensure that the PI will be available at the date and time of committee review.  In general, the PI is not required to revise the protocol based on administrative changes before committee review.  
e. The Chief, RRS makes an initial determination of the classification of each protocol with respect to which review pathway will be required. Pathways available for review of Human Use Protocols include:  Exempt review pathway, Expedited review pathway, or Full Committee review pathway.  The final decision regarding whether a proposal qualifies for the Exempt Review pathway is made per the SOP describing this mechanism.   The final decision regarding expedited versus full human use committee review pathway is made by the CIC at the time of the discussion of the protocol.
2. Scientific Review/Human Use Review:
Protocols requiring committee review are then scheduled by the RRS for the next available appropriate committee meeting.  Protocols are prioritized according to the submission date and the availability of the PI.
Steps involved in the full protocol review process:
a. One week before the protocol goes to Committee, each PI is notified electronically to advise the PI of the date and time of committee review.
b. At WRAMC, the protocols will be reviewed by two committees based on the determination made by the chief of RRS or the designee.  The first committee is the Clinical Investigation Committee (CIC), whose responsibility is to evaluate the scientific merit, study design, and budgetary issues. For protocols deemed minimal risk that are being reviewed for expedited approval, the CIC must also assess the risk level, ensure that risks are minimized, and determine if the consent form is adequately prepared. The second committee is Human Use Committee (HUC), whose responsibility is to judge the science (e.g., background significance, objective, study plan)and the overall ethics of the protocol to assess the risk/benefit ratio of human subjects, to ensure that the risk is minimized and to determine if the informed consent is adequately prepared. The member selection and functions of each of these committees are described in detail in this SOP. 
c. The meeting schedule for both CIC and HUC review are published a year in advance and are available on the DCI web site.  The CIC meets in the afternoon of the first and the third Tuesdays of each month.  The HUC meets in the afternoon of the second and fourth Tuesdays of each month. Every effort is made to ensure that all human use protocols are scheduled for review by both CIC and HUC within 4 - 6 weeks of submission of the protocol.
d. To facilitate the review process by the committees, RRS prepares an Agenda. In addition, it is the responsibility of the RRS staff to compile the necessary documents for the committee review. These documents containing the date, time and place of the meeting along with the full agenda and protocol materials for review, will be hand delivered by RRS staff to all the committee members one week before the actual committee meeting. It is recommended that the PI should provide the required copies of the protocol for circulation among the committee staff (14 copies for CIC members, and 20 for HUC members). 
e. Both the Clinical Investigation Committee and the Human Use Committee review all new human use protocols requiring HUC consideration.  Protocols that have received approval from a recognized scientific review committee (similar in configuration and duty to WRAMC CIC) often are reviewed only by the HUC.  For example, all group oncology study protocols are reviewed only by HUC.  Since the HUC has full authority to review both the science and human use issues for any protocol, it is expeditious to allow these scientifically pre-approved studies to bypass CIC and go directly to HUC for review.  
f. All members receive the full protocol for all proposed applications.  In both the CIC and HUC, each protocol is assigned to a “Primary Reviewer” to conduct a comprehensive review of the protocol.  The Primary Reviewer will provide written comments on the protocol for committee review and often starts the discussion.  However, all members are expected to have completely reviewed all protocols.  The primary reviewer mechanism facilitates discussion of the protocol. 
g. Both the CIC and the HUC have deliberations and voting in closed session.  The investigators are invited to be available for specific questions from the committee during a question and answer period.  Committee members who identify a conflict of interest such as those that serve as PI or associate investigators must recuse themselves from the meeting.  They may be present only for the question and answer session with the investigators.
h. The number of protocols that are scheduled for each CIC and HUC meeting vary.  Depending on the complexity of the proposed research, 6-8 new protocols for CIC and 6-8 new protocols for the HUC are generally reviewed at each meeting.
i. Investigators are verbally instructed at the time of committee review to call the RRS coordinator the morning following the committee meeting to learn the decision of the committee.  It is the convention of both committees for the Chairperson to personally contact investigators the next morning if their protocol was tabled or disapproved.   All investigators are reminded that they cannot start the study until revisions have been reviewed and they have received a copy of the approval letter.
j. All committee meetings are tape-recorded.  In addition, both the committee chairperson and the committee recorder take notes during the committee meeting.  The minutes summarize the deliberations, actions, and votes (in favor, opposed, and abstentions) for each protocol undergoing initial or continuing review.  The action includes the determination of risk (minimal risk or greater than minimal risk), and the requirement for continuing review.  The Chair summarizes the committee discussion and the requirements for revisions.  The recorder from the RRS prepares the minutes for review and approval to the committee Chair, Co-Chair, and the Commander of WRAMC.  The WRAMC Commander has delegated approval authority to the Chief, DCI for approval of the CIC and HUC minutes. This authority cannot be further delegated.
k. A draft of the committee minutes is completed within 3-5 working days and is electronically sent by the recorder to each protocol coordinator.  The coordinator is responsible for forwarding the draft to the PI.  When the minutes are finalized the coordinator also provides the final minutes to the PI.  The Protocol Coordinator reviews the revised protocols and informed consent documents to ensure that all revisions required by the committee(s) have been incorporated.  All required revisions are approved by the Chief, RRS before an approval letter is issued unless otherwise specified by the HUC.
l. Once all revisions are complete and satisfactory, a letter of approval to begin the study will be granted from the Chief of the RRS.  This letter includes the information of title of the proposal, the unique WRAMC work unit number, a stamped and dated copy of the consent form, funding information, and the continuing review requirement.  The original approval letter, copies of the minutes, the original stamped and dated consent form, the final revised protocol, and the DoD and Federal Wide Assurance information are included in an Administrative File Organizer for the PI.
m. Two copies of the signed approval letter will be made; one of them will be filed in the DCI document room, and the other copy will be sent to CIRO for their files. 
3. Expedited Protocols:
a.  Research proposals may qualify for Expedited Review if the proposed research is no more than minimal risk and the study falls under one of the expedited categories listed in the Army Regulation, AR 40-38, Appendix H, 21 CFR 56.110 (FDA) and 45 CFR 46.110 (DHHS).
b.  Steps involved in Expedited protocol review process:

1) Protocols that require expedited review process, as determined by the chief, RRS or the designee will undergo CIC review. The whole HUC does not review expedited review protocols, but the CIC membership includes several voting members who are also the HUC voting members.
2) The CIC has the capability to approve or table expedited protocols. The CIC does not have the authority to disapprove any protocol, but forwards the protocol to the HUC with their recommendation for disapproval.
3. Exempt Protocols:
a.  Exempt Submission
Investigators may submit a protocol to DCI for exemption from the IRB review using the exempt protocol template.  A protocol coordinator may also bring the possibility of exemption for a protocol to the attention of the RRS chief.  The RRS chief or the designee will make the preliminary determination and assign to an appropriate review coordinator for further processing. 
b.  Exempt Categories Guidelines

The exempt categories will follow the list in the Army Regulation, AR 40-38, Appendix B, 45 CFR 46.101.b (DHHS), 21 CFR 56.101.b (FDA).  The following categories per AR40-38, Appendix B, would qualify for an exempt request from HUC/IRB review:


B2 - Health Care Delivery and Epidemiology

B3 - Educational Methods


B4 - Education Tests


B5 - Public Behavior (Surveys, interviews or observation of pubic behavior)

B 6- Existing Records or Specimens

c.  Steps Involved in the Exempt Protocol Review Process
i)
When a protocol is received by DCI with an Exempt request, it will be distributed to at least two members of the CIC/HUC, or one member of the CIC/HUC and the Chief, DCI. These members perform independent protocol review, to determine whether the proposed protocol is qualified for exemption from HUC review and for determination of HIPAA implications.
ii)
If the protocol qualifies for exempt status, the chief RRS or the designee will inform the PI of their decision to qualify the protocol for exempt status through a letter granting exemption.
iii)
If the protocol does not qualify for the exempt status based on the two independent reviews, the PI is encouraged to submit a full protocol application.

iv)
Intramural funding for exempt status protocols is limited to travel ($1,000) for up to two approved protocols per investigator per fiscal year.  No other intramural support or resources are available. Exempt protocols may not receive funding from external sponsors without a Cooperative Research And Development Agreement (CRADA) or other WRAMC sources. Principal Investigators who receive WRAMC funding for two exempt protocols in a given fiscal year are not eligible to receive funding for non-Exempt protocols in the same year. Requests for money beyond the $1,000 require a full protocol application with review and approval by CIC and/or HUC, as appropriate. 

v)
At the completion of exempt studies, the PI is requested to submit a brief final report to DCI; this report may be in the form of an abstract, journal manuscript, or one-page summary.  Unless otherwise specified, exempt protocols are considered open for a two-year period, and the travel fund may be disbursed within a year after the completion of the study. 
d.
Modifications to the Exempt protocols:
If the PI wants to make changes to the approved exempt protocol, the request for change must be submitted in writing to DCI through an addendum submission, and determination will be made whether the change(s) affect the exempt status. The criteria that might change the exempt status of the protocol may include but are not limited to:
· Inclusion of new variables that could place the subjects at risk of criminal or civil liability, 
· For retrospective data collection (B-6), a request to include data that was obtained after the date of the original exempt protocol submission. 
· Collection of additional data that could identify the research subjects. 
4. Animal Use Protocols:

If support for an animal use protocol is to be requested from DCI (including funding, statistical consultation, laboratory facilities, or computer facilities), the PI must submit an animal protocol application for scientific review and approval of the study by WRAMC CIC.  Because WRAMC no longer has an Animal Use Committee (AUC), all protocols involving the use of animals must also be reviewed and approved by the Animal Use Committee of the institution where the animal work will take place.  All animal studies involving non-human primates, marine mammals, dogs, or cats, will require further review and approval by the Army Clinical Investigation Regulatory Office (CIRO) at San Antonio, Texas. (See Appendix I, PI Guide for details)

5.  Distribution of Review Documents for Committees

The agenda and protocols that will be discussed during the meeting will be distributed to all the committee members one week in advance.   For the CIC meeting, the Expedited Category protocols and consent forms (if applicable) are made available to the committee members through the WRAMC/DCI Web-site; all Human Use protocols and consent forms are distributed in hard copy.  The HUC meeting order generally announces the protocols granted exemption, the expedited protocols approved by the CIC and the addenda to ongoing protocols that were approved by expedited procedure; this information is followed by the continuing review of the progress of ongoing protocols (including annual progress reports and audits).  New protocols and new addenda of ongoing protocols are then reviewed, followed by review of adverse event reports, and the meeting minutes from the earlier meetings will be reviewed for approval.
CLINICAL INVESTIGATION COMMITTEE

Composition and Function

CIC mainly considers the scientific merit, adequacy of the research proposals, and establishes priorities for protocol support. 
1.
Chairperson and acting Chair Person
The Chairperson is the Chief, DCI and the Co-Chairperson is the Assistant Chief, DCI.
2.    Other Members of the CIC include
(a)
Representative for Chief, Department of Medicine
(b)
Representative for Chief, Department of Surgery
(c)
Representative for Chief, Department of Pediatrics
(d)
Representative for Chief, Department of Neurology
(e)
Representative for Chief, Nursing Research Service
(f)
A Rotating Senior Investigator (from different services within WRAMC)
(g)
Representative for Chief, the Biometrics Section, RRS, DCI
(h)
Representative for Chief, Research Administrative Service, DCI
(i)
Representative for Chief, Research Operations Service
(j)
Representative for Center Judge Advocate Office
(k)
IRB Administrator, RRS, Department of Clinical Investigation
3.
Appointment of Members of the CIC
A concerted effort between the CIC Chair and the Chiefs of the represented Departments is required to identify potential committee members. The respective chiefs nominate qualified individuals and the Chair of CIC reviews their credentials. Each new member of the CIC is provided with all standing regulations that govern the function of the CIC and the HUC/IRB and they are briefed by the Chief, RRS or designee.  
4.
Removal of Members

Members who fail to attend the majority of the meetings are identified and can be disqualified as a CIC member.  Members are expected to attend at least 70% of all meetings.
5. Quorum requirements
A simple majority or at least 51% of the members must be present in order to establish quorum. If a CIC member is the PI or associate investigator of a protocol (s)he is excluded from the establishment of quorum. A quorum cannot be constituted by members of one gender alone.  A majority of the members should be present at all times during the meeting.

6. Frequency of Meeting

Two times each month, alternate Tuesdays or more frequently as determined by the Chief, DCI in consultation with the Chairperson.
7. Deliberation Proceedings

The Chairperson

a. Establishes the presence of quorum. 

b. Calls the CIC to order.

c.  Asks members and guests to sign-in and introduce themselves.

d. Makes announcements about revision requirements and deadlines for the submission of the required copies of the protocols that need to go to the HUC.

e. Announces each protocol in the order that they appear on the prepared agenda.

f. Excuses members who have conflicts of interests for particular protocols so that the discussion and the vote are held in closed session.

g. Reads the title of the protocol.

h.   Asks the Primary Reviewer to present their comments.

i.   Asks committee members to comment on the protocol under discussion.  Comments may and should refer to (as applicable):

(1) Validity of the hypothesis
(2) Validity and clarity of the objectives
(3) Clarity of the protocol
(4) Clinical significance of the protocol
(5) Documentation and pertinence of the background
(6) Justification for the need of the proposed experiments
(7) Clarity of the scientific plan
(8) Feasibility of the proposed experiments
(9) Availability of "experts" who have accepted to help the PI conduct the experiments
(10)  Justification of the sample size
(11)  Justification of the statistical design
(12)  Interpretation of the data
(13)  Appropriate data to achieve objectives
(14)  Justification of the budget
(15)  Consideration of alternatives to diminish the budget
(16)  Commitment of time to perform studies
(17)  Issues surrounding genetic testing in protocols (see genetic issues guidelines)
(18) If being reviewed by expedited procedure; (a) assess risk/benefit ratio (b) ensure that risks are minimized, (c) determine if the consent form is adequately prepared.
j.  Invites the PI to answer questions for the committee.

k. Upon completion of the comments by the committee and discussion with the PI, the Chairperson asks for a motion to take any one of the following actions for each protocol:

1) Approved as an expedited protocol with non-substantive revisions
2) Approved as an expedited protocol with non-substantive revisions, which require review by the CIC member(s)
3) Approved and forward to the HUC with no revisions required
4) Approved with revisions and forward to the HUC
5) Approved with revisions, which are required to be completed before forwarding to the HUC
6) Table the protocol for reconsideration by full committee after addressing the recommended revisions
7) Recommend disapproval to the HUC in its present form
l. When one of the above motions has been made, the Chairperson asks for a second and then a show of hands for those in favor, opposed or abstaining.  Members opposed or abstaining are requested to state their reason for doing so for the written record. 

m. Approval by expedited review shall require not only the majority vote of all the CIC members in attendance, but also the majority vote of those CIC members, who are also members of the HUC.

n. If the motion is to approve the protocol with revisions, the Chair summarizes the required modifications.  If the motion is to recommend disapproval of the protocol, the protocol and committee minutes are forwarded to the HUC for review and final decision.

o. Upon completion of the protocol reviews, the Chair may open the discussion for administrative business.  Administrative business usually includes approval of the minutes of the previous meetings and pertinent announcements.

p. The Chair states that the meeting is adjourned.

8. Approval Requirements
More than 50% of the voting members should vote in favor for a protocol to receive approval. If the number of votes is evenly split then the committee chair casts the deciding vote. 
9. Minutes and PI Notification
Preparation of minutes and notification of committee decisions are discussed in the protocol review process above.
10. Delegation of Commander's Authority
The Hospital Commander has delegated approval authority to the Chief, DCI for approval of the CIC minutes; this authority may not be delegated further.  When the Chief, DCI chairs the CIC meeting, the minutes are sent to the Hospital Commander for final approval.

HUMAN USE COMMITTEE

Composition and Function

The Human Use Committee is the Institutional Review Board (IRB) of the Walter Reed Army Medical Center.
1.
The Human Use Committee (HUC) Composition

a.
Chairperson representing the Deputy Commander for Clinical Services (DCCS), WRAMC.
b.
Co-Chairperson is the Assistant Chief, DCI and alternates with the Chief, CSS.
c.
Other WRAMC members:
(1)
Representative for Chief, Department of Surgery
(2)
Representative for Chief, Department of Psychiatry
(3)
Representative for Chief, Dept. of Ministry and Pastoral Care (non-scientist)
(4)
Representative for Chief, Deputy Commander for Nursing
(5)
Representative for Chief, Education and Research of Nutrition Care Division
(6)
Patients' Rights Representative (non-scientist)
(7)
Representative for Center Judge Advocate office (non-scientist)
(8)
IRB Administrator, RRS, DCI
(9)
HUC Recorder, RRS, DCI (non-voting)
(10)     Representative for Chief of the Department of Pharmacy

(11)
Representative for Chief of the Department of Obstetrics and Gynecology
d.
Non-affiliated members may include personnel from the following Federal Institutions (for two HUC member slots):
(1)
 Representative for Dean, Medical School, Uniformed School University of Health Sciences (USUHS)
(2)
Representative for Commander, Walter Reed Army Institute for Research (WRAIR)
(3) Other Federal Employees, such as from NIH
2. Appointment of Chairperson Human Use Committee
a. The Chairperson of the HUC represents the Deputy Commander for Clinical Services (DCCS). Two individuals who alternate duties may share this position. Any professional staff may be considered for the position of Chair of the HUC.  Currently, the HUC has 2 chairpersons that rotate the chair.  In general, each chairman presides over one meeting each month.
b. Appointment Procedure:  As soon as one of the Chairs of the HUC announces their intent to resign as chairperson, the Department of Clinical Investigation (DCI) issues a broad announcement throughout the Medical Center indicating that qualifying staff members may apply for the vacant Chairperson position of the HUC. Interested individuals are to contact the Chief, DCI or the Chief, Research Review Service (RRS) to indicate their interest and obtain information about the position. The Chief, DCI identifies the most qualified candidates and makes recommendations to the DCCS. The DCCS, based on the recommendation of the Chief, DCI and other information available to him/her proceeds with the appointment. The length of service is indefinite.  
c. Removal of the Chairperson: requires either (1) voluntary resignation by the Chairman or (2) a majority vote by the committee with concurrence by the Chief, DCI and the DCCS.
3.
Appointment of the Co-Chairperson
The Co-Chairperson who facilitates the proceedings of the HUC also serves as the Chair, HUC when the Chair is unexpectedly absent or has a conflict of interest with a particular HUC agenda item. The position of the Co-Chairperson is routinely held by the Assistant Chief, DCI and the Chief, CSS is the alternate.
4. Appointment of Members to the HUC

Emphasis is given to ensure that qualified individuals who simultaneously meet all the requirements set forward by the Department of the Army, the Department of Health and Human Services, and the Food and Drug Administration serve the HUC/IRB. Because certain positions in the HUC are defined by regulations, a consorted effort between the Chair, the Co-Chair, the Chief of the represented Department, and the Chief, DCI is required for appointment of members of the committee.  The respective chiefs nominate qualified individuals and the Chief, DCI, the HUC Chair and Co-Chair review and approve their credentials. Members are selected to allow the HUC to be ethnically diverse, and to ensure a wide background of the members (physicians, scientists, researchers, lawyers, clergy, non-scientific, and non-affiliated members). Both members and alternate members must meet each of these qualifying conditions. Qualified individuals are then appointed to the HUC with a DCI appointment letter. Each new member of the HUC/IRB is provided with all standing regulations that govern the function of the HUC/IRB and briefed by the Chief, RRS.  Members serve an indefinite length of service unless otherwise notified by the Chief of DCI.
5. Training of HUC/IRB Members
All new HUC members attend an orientation program that covers the ethical and regulatory bases of IRB review as well as practical considerations involved in being a HUC member. They receive educational and reference materials including the Principal Investigators Guide,  a copy of these standard operating procedures, and a copy of all pertinent military regulations before their first committee meeting. New members are also introduced to the FDA, NIH, and OHRP websites.  The Chief, Research Review Service or designee provides an overview and introduction to HUC/IRB policies and procedures. Prospective members attend one to two meetings in a non-voting capacity before formal appointment as a committee member.
     Each year several members of the IRB are sponsored by DCI to attend the PRIM & R and ARENA conferences to ensure continuing educational activities.  In addition, the HUC members are required to complete the CITI course where relevant updated and new regulations are reviewed.  Finally, members are encouraged to attend the numerous human use seminars and IRB conferences held by NIH and OHRP in the Washington DC area each year.

6.
HUC Members Compensation

HUC members are not compensated for their service on the HUC.  These are considered “other assigned duties” within the military system.  Similarly, no specific liability coverage is provided to HUC members beyond that normally provided as part of governmental service.

7.
Removal of Members
It is expected that every HUC member will attend at least 70% of all meetings.  HUC members who fail to attend the majority of the meetings may be removed from the Committee.
8.  The Administrative Support for the HUC
The Department of Clinical Investigation provides the necessary support staff to the HUC, which includes a recorder, 4-6 protocol coordinators, the Co-Chairperson of the HUC, and the IRB Administrator. These personnel manage the day-to-day paper work, copying, and protocol distribution functions of the committee.  The Department of Clinical Investigation provides the necessary resources for the committee functions. This includes a conference room, filing space, computer support, and reproduction equipment. The protocol coordinators are responsible to ensure all committee requirements have been completed, and the Chief, RRS certifies that these changes are satisfactorily accomplished.  It is the Chief, RRS who provides the signature authority for the approval letter to begin the study.
9.  Quorum Requirements:
The HUC currently has 14 members including the chair.  A simple majority of the membership or at least 51% of the members must be present in order to establish a quorum.  In addition, at least one member who can judge the scientific content of the protocol, one person who is a non-affiliated member, and one member whose primary concerns are not scientific (e.g. clergy, attorney) are required to establish a quorum.  The quorum must also include at least one physician.  The Judge Advocate of the General (JAG) representative must review and approve the consent form.  Finally, a quorum cannot be established if only men or women are present.  The established quorum must be present at all times during the meeting.  Members who have conflict of interest in any given protocol cannot be counted toward the establishment of quorum.  

10. Frequency of Meeting
Meetings are held twice a month or more frequently as determined by Chief, DCI and Chairperson HUC

11. The Chair Opens the Meeting

At the beginning of each meeting, the Chairperson:

a.
Establishes the presence of quorum to include at least one (1) non-scientist and one (1) non-affiliated member.

b.
Calls the HUC to order.

c.
Makes administrative announcements and introduces HUC consultants as necessary. Special consultants may be included to consider protocols that require the expertise to facilitate the HUC discussions.  

They may include:
1. Oncology consultants from Hematology/Oncology ,Urology Service, or Pediatric Service)
2. Consultants on issues pertaining to research on pregnant women, disabled individuals, vulnerable category subjects, or other specialized knowledge categories that the committee may not have adequate expertise to judge the scientific merit, etc.  These persons may not vote with the HUC.
12.  Committee Review of Protocols
a.
The Chairperson introduces each protocol for continuing or initial review in the order that it appears on the agenda. The Committee discusses the protocol in closed session. The PI is then invited into the meeting to answer questions from the committee.

b.
No HUC member may participate in the HUC’s initial or continuing review of a project in which the member has a conflicting interest (e.g., principal or associate investigator), except to provide information requested by the committee.  Members who have conflict of interest in any given protocol cannot be counted toward the establishment of quorum.  Any committee member who is a Principal Investigator, an Associate Investigators, or who have a conflict of interest must recuse themselves from the meeting except as to provide information for the committee.  

c.
The Chairperson asks for any discussion regarding the scientific merit or study design issues.  The committee considers the existence of additional protections for vulnerable populations, such as children.
d.
The Chairperson assures that the proposal includes necessary IND/IDE information and that FDA regulations have been appropriately followed.
e.
The Chairperson asks members of the HUC to comment on the completeness, accuracy, and understandability of the consent form.  
f.
The Chairperson asks for any discussion regarding the scientific merits or study design issues including the determination of which devices constitute a significant or non-significant risk.  The committee will carefully consider the added protections under the regulations for vulnerable populations (including children).  The chairman will ensure that the substance of these discussions is fully documented in the minutes.
g.
The Chairperson asks to determine the risk status and the frequencies of continuing review more frequently than annually if necessary.  High-risk studies, particularly those involving new experimental therapies or devices, may be considered for review more than once annually. 
h.
The chairperson ensures that the substance of these discussions is fully documented in the minutes. 
13. Approval Criteria
Members of the HUC are advised to use the following criteria in making a decision regarding approval of the research proposal:

a.
Have the risks to the subjects been minimized?
b.
Is the investigation sound, and will the gained information be useful?

c.
Is the risk to the subjects reasonable in relation to the anticipated benefits?  Does the protocol provide sufficient information to justify the risk/benefit ratio? Have the discomforts and risks been appropriately minimized.
d.
Is the selection of research subjects equitable?
e.
Is informed consent being obtained and documented in an acceptable fashion?
f.
Are there appropriate provisions to ensure confidentiality of data and privacy for subjects?
g.
Are additional safeguards in place to protect vulnerable subject populations?
h.   Will the information gained be useful?
i.
Does the study include a valid plan to monitor side effects?
If deemed necessary, the HUC may review the literature independently and/or seek an expert consultation in order to ensure that the risk/benefit ratio is minimized.
14. Approval Process

a. Upon the completion of the comments, the Chairperson asks for a motion for one of the following to:

i. Approve the protocol without revisions

ii. Approve the protocol with specific revisions requiring simple concurrence by the investigator, or

iii. Table the protocol with recommendations for substantive revisions, modifications, or expert review

iv. Disapprove the protocol. 

b. If the motion is for approval with modification(s), the Chairperson summarizes the required modification(s) that were the results of the discussion.

c. If the motion is for specific revisions requiring simple concurrence by the investigator, upon receipt of the required revisions, approval may be granted by the IRB chair or his/her designee under an expedited review procedure.

d. If the motion is to table or disapprove the protocol, the Chairperson summarizes the issues and advises the PI to consider the discussed points and submit a revised protocol for the HUC to review.
e. When one of the above motions is made, the Chairperson asks for a second and then for a show of hands of all in favor, opposed, or abstaining.  Those opposed or abstaining are asked to state a reason for their vote for the written record.

15. Approval Requirements
More than one half (50%) of the voting members present in the meeting should vote in favor. If the number is evenly split then the chairperson of the committee votes. Any member who is a PI, associate investigator, or has other interest in the study may not be included in the voting of the protocol and the establishment of the quorum for the protocol.

16. Administrative Business

The Chairperson opens the discussion for administrative issues that includes the approval of minutes from previous meetings.

17. Authority to Suspend or Terminate Approval

a.  The HUC has the authority to suspend or terminate approval of research that is not being conducted in accordance with HUC requirements, or that has been associated with unexpected serious harm to subjects.  Suspension or termination of HUC approval includes a statement of the reasons for the IRB's action.
b.
A memorandum announcing the suspension or termination by the Human Use Committee will be sent to the PI, department chief, hospital commander, sponsor (as appropriate), and (in the case of DHHS-funded studies) the OHRP.
c.  According to the criteria set forth by the Federal and Military Regulations, the HUC may approve a consent procedure, which does not include, or which alters, some or all of the elements of informed consent, waive the requirements to obtain informed consent, or waive the requirement of HIPAA authorization.
18. Communications with the PI and Others
PIs are informed at the meeting to call their protocol coordinator next day to learn about the meeting result for their protocol.  DCI will communicate with the investigators for the revisions required by the committees.  For tabled or disapproved protocols, the HUC Chair or the designee will communicate directly with the PI with regard to the issues involving the protocol.  It is the duty of the PI to communicate the HUC decisions to sponsors and other approving IRBs.  However, when necessary, the HUC reserves the right to directly communicate with other IRBs or sponsors when this would best serve the interest of current or potential study subjects. 
Other formal communications from the HUC to Principal Investigators, Medical Monitors, Department Chiefs, and other relevant parties may be done in writing over the signature of either the Chair or Co-Chair of the HUC.  This communication may include requests for more information from the investigator, correspondence with other IRBs, correspondence with regulatory agencies, or correspondence with military command structures.  
19. Appeals

If the PI disagrees with a Committee decision, the PI can address the issue in a cover letter of the revised protocol.  Depending on the specific circumstances, the PI may also direct communications to the Committee Chairman or the Chief of DCI. The investigator is requested to submit the basis and grounds for the appeal in writing. 
The appeal is discussed at the next HUC meeting, which should be attended by the investigator. 
The decision of the IRB is final.  While the command and CIRO may review the HUC decision and provide input and additional points of view, they do not have the authority to reverse a disapproval of the HUC.
20.
Subcommittees

From time to time, the HUC may establish Subcommittees to assist it in its work.  Such Subcommittees may address such issues as adverse events, laboratory studies, or individual protocols that require in-depth and expeditious attention.  Such Subcommittees may be ongoing or ad hoc in nature. 

21.  Recording of Minutes 

All HUC meetings are tape-recorded, and the tapes are maintained on file in DCI; the recording member of the HUC committee takes notes during the meeting.  The recorder provides a written summary of the committee’s discussion, a list of revisions required by the committee, and records the vote taken by the committee.   A draft of the minutes is prepared within 3-5 working days of the meeting, and this draft is provided to the Chair for their review and approval.  The recorder is responsible for incorporating all changes required by the Chair.  The draft minutes are then provided to the Co-Chair for their review and approval, and finally to the Chief, DCI who reviews and approves the minutes on behalf of the Hospital Commander for final review and approval.  When the approving signatures of the Chair, Co-Chair, and Chief, DCI or Hospital Commander have been obtained the minutes are distributed as a final version to the protocol coordinators who again are responsible for forwarding the information to the principal investigators.  The final minutes of each HUC meeting are reviewed and approved by vote at a subsequent HUC meeting.
CONTINUING REVIEW
Continuing review is the process by which the approved protocols are monitored or modified during the study period. It is accomplished through several mechanisms, including Annual Progress Reports, Addenda, Adverse Event Reports, and Audits.  The continuing review of the approved protocols will comply with the laws, regulations, and policies governing the review of the on-going research and the Guidance dated July 11, 2002 from the Office of Human Research Protections.  The following steps are taken to oversee the continuing review of approved research protocols.  

1.  Request for Annual Progress Report (APR) 

a.
For continuing review and re-approval of the ongoing research, an APR is required to be submitted by the investigators for each approved protocol. Two months prior to the protocol anniversary date (anniversary date is based on the date of the initial Committee approval), a request for the annual report will be generated by DCI. This letter also contains the date by which the APR should be submitted, keeping in view the date of upcoming HUC meeting schedule. The frequency is at least once a year, although the Human Use Committee may require a shorter length of time.

b.
In addition to the written notification, the PI is provided an Outlook e-mail reminder with a reporting template on an attachment to make reporting more uniform and easier for the PI.

c.
PIs who fail to respond with an APR by the submission deadline are sent an e-mail message as a reminder through the service/department chief indicating that the protocol will be placed in abeyance by the HUC if a report is not received.  If the PI is not on e-mail, a hard copy reminder is delivered to his/her service.  Another week is given to respond. This reminder is issued by the APR Coordinator.
d.
After the e-mail or hard copy reminder, if an APR is still delinquent by the due date, the research study will be recommended for abeyance from the Chief RRS to the HUC.   After a research study is held “in abeyance” by the HUC, the Chief RRS will issue a memo to inform the PI that (s)he may not enroll new subjects nor continue any research activities in presently involved volunteers, unless the withdrawal of medication or intervention could be deleterious to the subjects.  The abeyance may be lifted by the HUC upon the review and approval of the APR submitted within 60 days.  Failure to submit an APR within 60 days from abeyance may result in administrative termination of the study by the HUC.

2. Administrative Review

When the APR is received, it is administratively reviewed by the APR Coordinator for completeness. The APR should include:

a.
The Detail Summary Sheet (Enclosure 1 of the APR) providing the study's objective(s), technical approach, progress to date to include what has been accomplished to date, the number of subjects enrolled to date and the total for the study (both local and study-wide), summary of the recent literature, addenda to the protocol if any, serious or unexpected adverse events, benefits to the subjects, (as appropriate), conclusions that can be made to date, and status (ongoing or completed).

b.
The Continuing Review of Research Form (Enclosure 2 of the APR) providing responses to all inquiries, with N/A used as appropriate.  At a minimum, all investigators must respond in the affirmative  to the first two questions regarding maintenance and availability of files.

c.
The List of Publications (Enclosure 3 of the APR) providing complete citations for the past year including presentations, abstracts, and publications.

d.  A hard copy with official stamp and modifiable electronic copy of the most recently approved consent form. If the study is permanently closed to patient enrollment, copies of the consent form(s) are not required.

3. Classification of Annual Progress Reports

APRs are classified as Expedited or Non-expedited according to the following criteria:
a.
Expedited: APRs for protocols that were originally reviewed and approved as an expedited protocol (e.g., minimal risk, bench research, surveys) are reviewed and approved by HUC Co-Chair or HUC members authorized by the HUC Chairs, using the expedited procedure set forth in 21CFR 56.110, 45CFR 46.110, and 45CFR 46.101(b)(8) .  The APRs approved with the Expedited review are reported at the HUC meeting in the same month of the continuing review. Any APR with problems is forwarded to the HUC for full review and appropriate action.

b.
Non-Expedited: All other APRs for protocols that originally required HUC review and approval due to use of human subjects come under this category. These APRs undergo full review by the HUC.

4. Primary Review of Annual Progress Reports
a. 
To facilitate the review process, each month two HUC members will serve as Primary Reviewers to preliminarily review the APRs.   The primary reviewers are provided with the following documents to ensure a comprehensive continuing review of the approved protocol:
1) Approved protocol and all addenda as applicable.
2) All correspondence between IRB and investigator.
3) Current official stamped informed consent document.
4) The annual progress report, which includes Enclosures 1, 2 and 3 for summary, technical approach, objectives, results to date (including number of subjects enrolled, adverse events), and conclusions.  These summary numbers include both local and study wide accrual and adverse events.  Also included are an update of recent literature or other findings that may influence the risk/benefit of the study and information provided by the investigator that study files are being maintained in proper order and are ready for inspection at any time.
5) Other information including previous continuing review documents, audit report, adverse events reports, etc.
b.
Reviews will take place one to two weeks before the HUC meeting. Each Primary Reviewer will notify the APR Coordinator at least 48 hours before the date and time convenient for the review, such that the protocol and APR files can be retrieved and a location within DCI for the Primary Reviewer to work can be reserved.  The following procedure determines whether a consent form update is required for a study with a PI Change:
1)
If the study is ongoing and subject accrual is continuing, an update of the consent form will be needed.  The DCI APR coordinator will re-stamp the consent form, annotating the PI change, new approval date, expiration date, and the coordinator's initials.

2) 
If the study is closed for subject accrual and only open for patient follow up, or data analysis, then a consent form change is not necessary. 

c.
The Primary Reviewer will determine whether the consent form requires additional changes as a result of:

1)
New model language for consent forms approved by the HUC
2)  Recent research developments that may change the risk and benefit ratio
d.

The primary reviewer will evaluate each APR using the reviewer checklist provided by the DCI to reflect the outcome of the primary review.  The reviewers may make one of the following recommendations for each protocol for: 
1) Approval for continuation
2) Concurrence with completion and closure of the study 
3) Approval for continuation or closure after HUC/DCI resolution to issue(s) listed or 
4) Abeyance for the reason that the study appears to have problem(s) and requires review by the HUC. 
e.
After protocols are reviewed by the Primary Reviewer, the APR Coordinator prepares the pertinent portion of the upcoming HUC agenda that lists the APRs that were approved by Expedited review and the APRs that are to be reviewed by the full HUC.  (Note: the continuing review and approval of the animal protocols is reported to CIC only.)  
5. Review of Annual Progress Reports by the HUC

a. 
APRs for human use protocols requiring HUC review and approval will be submitted to the full HUC.  The following materials are provided to the full HUC membership one week in advance of the meeting:

1) Primary Reviewer’s review sheet
2) Annual Progress Report
3) A copy of the current official stamped consent form.
b. In a convened HUC meeting, the Primary Reviewers will present the results of their review and recommendation for each individual protocol and the members will discuss, as necessary, any problems or concerns with the protocols.  The HUC will review the literature summary provided by the investigators as part of the APR submission about any material changes that may affect the risk and benefit ratio.  If deemed necessary, the HUC reserves the right to review the literature independently and/or seek an expert consultation in order to ensure that the risk/benefit ratio is minimized. The HUC will vote for approval for continuation of one year, approval pending clarifications, concurrence for closure, disapproval, suspension (or abeyance), or administrative termination.  
c.  If the Annual Progress Report is approved with required clarifications or disapproved, a written notification from DCI will be sent to the PI listing the area of concerns that needs to be addressed.
d. An APR is not required for continuing review for a protocol, when a final DCI approval letter has not been granted after one year of HUC or CIC approval in situations where there is a legitimate reason when the PI is unable to complete the revisions required by the committees.  An Annual Progress Report is not needed on the anniversary date.   In the Agenda of continuing review, we will annotate the protocol with work unit, title, PI name, committee approval date, etc., and state the reason.

AUDITS

1.
Purpose

The Department of Clinical Investigation (DCI) conducts periodic audits on research protocols in order to ensure "good clinical practice" and to enhance the quality of the research. This procedure is mandated by AR 40-38. Audits are the chief mechanism for obtaining independent verification that no material changes have occurred in the research procedures since the previous IRB review.  The DCI conducts at least 12 audits per quarter.
2.
Applicability

This audit procedure applies to all protocols approved by the WRAMC Clinical Investigation Committee (CIC), Human Use Committee (HUC), and/or Institutional Biosafety Committee (IBC).
3.   Criteria for Audits

Some protocols are selected randomly for an audit. Other protocols are selected based on the following criteria:

a.
High risk or invasive procedures

b.
High volume subject enrollment
c.   Adverse events - Absence of reporting adverse events, or large number of unexpected adverse events
d.   Random selection

e. Identification of significant problems during the review of annual progress reports
f. Multi-center trials
g. Report of audit by appropriate authority
4.
Notification

Once a protocol has been selected for audit, the principal investigator is contacted by the Clinical Studies Service (CSS) Auditor and an appointment is scheduled. The PI is provided with written notification confirming the time, date, and location of the audit, and a checklist to assist the PI to prepare for the audit. The Medical Monitor is informed of the date and invited to attend.
5.
Audit Procedure

a.
The DCI audit team from the Clinical Study Service (CSS) will conduct the audit.  In some cases, the Chair of the HUC, Chief of CSS, Chief of RRS or another experienced member of the CIC or HUC will participate in the audit.

b.
The auditors review the DCI files for the audited study prior to meeting with the PI.
c.
All of the PI's records are made available for auditing purposes.
d.
The auditor reviews at least 10% of the records of the patients enrolled in the study, or all the records when the situation is warranted. The records are selected by the auditors, but always include the first subject and the last subject enrolled.  At the discretion of the auditors and/or the Chief, CSS, a 100% audit may be conducted.  

e. The auditors will review the patient records including the informed consent and protocol files and then complete the audit review by assessing the completeness and adequacy of the following elements of the Protocol.

f. Other documents such as prior audits, monitoring logs, etc. will be reviewed as appropriate.
g. If necessary, pharmacy records will be audited or a summary from pharmacy will be requested.
6.
Elements of the Audit Review

a. Administrative compliance:
i. Copy of protocol and appropriate addenda
ii. Copy of protocol approval memorandum
iii. Copy of CIC Minutes granting approval
iv. Copy of HUC/IRB Minutes granting approval
v. Documentation of most current approved informed consent
vi. All information pertaining to an investigational drug or device
b. Protocol compliance/data management:
i. Evidence of adhering to regulatory requirements
ii. Evidence of compliance with HUC/IRB approval guidelines
iii. Evidence of protocol baseline studies and eligibility criteria
iv. Evidence of disease status assessment
v. Documentation of drug administration, if applicable
vi. Documentation of drug distribution procedure, if applicable
vii. Maintenance of proper drug acquisition/dispensation record
viii. Equipment calibration reports, if applicable
ix. Evidence of informed consent for the subjects enrolled to the study
c. Adverse Events (or Safety Report):
i. Copies of adverse events reports
ii. Evidence of follow-up studies necessary to evaluate the effects of any adverse event
iii. Reports of procedural deviations
iv. Documentation of proper route of medication administration
v. Evidence of correct dosing, timing or scheduling of procedures, or medication administration
vi. Evidence of dose adjustment in patients with drug toxicity
d. Treatment comparisons/ Interim reporting
i. Reports of significant findings of treatment comparison
ii. Copies of annual progress reports
7. Audit Findings

The auditors may reach any one of the following findings on each of the above elements:
a.
No deviations

b.
Minor Deviations:  Deviations that do not affect patient safety or the study outcome or interpretation.
c.
Major Deviations:  Deviations from the Critical Elements stated above. These deviations could potentially affect patient safety, study outcome, or study interpretation.
d.
Unable to render a result at the time of the audit due to lack of information.
8. Reporting
a. Exit interview: Once the audit has been completed, the CSS Auditor conducts an exit interview with the PI to review the audit findings and to clarify any issues that arose during the audit.
b. The Report of Findings is submitted to the HUC, the Chief of DCI, the PI, and the Medical Monitor.
c. Report of findings: Once the Chief, RRS has reviewed Preliminary Findings and makes an initial recommendation, the Report of Findings will be submitted to the HUC, the Chief of DCI, the PI, and the medical monitor.
9. Grading criteria

a. Exceptional: Evidence of superior source documentation, data quality protocol and regulatory compliance.

b. Acceptable: A few minor deviations noted, but no specific response is required from the investigator. Good overall.

c. Acceptable with follow-up: One or more major deviations noted. Requires corrective plan with deadlines for implementation. Subject safety not compromised.

d. Unacceptable: One or more major deviations from protocol or regulatory compliance. Subject safety is compromised. PI must establish a written plan of corrections with deadlines for implementation. Study will be suspended until the plan has been completed and a re-audit is conducted. Action of suspension will be immediately reported to the Chief, DCI and the Chairperson, HUC.

e.  Unconditionally unacceptable: Many major deviations in treatment and data management. Patient safety is compromised. Disregard for protocol and regulatory guidelines. Study is suspended until HUC investigates grounds for protocol termination. Action of suspension will be immediately reported to the Chief. DCI and the Chairperson HUC/IRB.
10. Corrective Actions
The recommendations for correction made by the auditor to the PI will be submitted to the HUC for a decision.  The DCI or the audit team will carry out any appropriate action or interventions determined by the HUC.
ADVERSE EVENTS
1.  Definitions:

a.  Adverse Event:

An adverse event is defined as any occurrence of injury, dysfunction, disease or abnormality of any organ or tissue that occurs in a research subject enrolled in a clinical protocol. Manifestations of an adverse event may include symptoms, physical exam abnormalities, and diagnostic study abnormalities. and /or death. This event can be related or unrelated to the research protocol. 


b.  Serious Adverse Events: 
Adverse events that are fatal, life threatening, permanently disabling, require inpatient hospitalization, or result in congenital anomalies, overdose, or cancer.

c.  Unexpected Adverse Events: 
Adverse events that are not listed as potential risks in the approved WRAMC consent form.
2. All adverse events (including those occurring at other study sites) need to be reported to the WRAMC HUC. All adverse event reports should contain the signature of the Medical Monitor.

3.  Investigators needing to report an adverse event should follow the instructions given in the Principal Investigators Guide.  They are instructed to complete the adverse event report template that is available under filename adverse.doc on the DCI template disk or on the DCI web site.
4.  The adverse event report should summarize the case and justify the investigators conclusions that the adverse event was either study related or not study related. Copies of pertinent pages from the subject's outpatient and/or inpatient medical records (to include medical summaries or autopsy reports) should be submitted with the adverse event report to assist the HUC members with their review of the event. All patient identifiers (to include name, ID number, address, and telephone number) should be eliminated from the copies of any medical records submitted to the HUC
5. Reporting requirements vary depending on the nature of the adverse event.  Serious adverse events (resulting in hospitalization or death) need to be reported within 24 hours.  Non-Serious Unexpected adverse events are reported within 10 working days.  Non-Serious Expected adverse events (those listed under ‘Possible Risks’ in the consent form) are reported on the Annual Progress Report.
6. It is the responsibility of the PI to ensure that all adverse events reports are sent to the Chair, WRAMC HUC, the sponsor and any other approving IRBs. For protocols involving investigational drugs or devices, the investigator must also report a serious adverse event to the sponsor of the IND or IDE immediately (within 24 hours).

7. The adverse event reports are reviewed by the HUC Adverse Event Review Sub-Committee and discussed at the full HUC meeting.  Serious unexpected adverse events that are determined by medical monitor to be possibly caused by the subject’s participation in the clinical investigation protocol are to be reported by telephone NLT the next duty day to CIRO (210-221-2511). A written report is to follow the initial telephone call within 3 working days.

8. Adverse events that warrant immediate attention of the committee are discussed with the Chair, HUC and the Chief DCI.  An HUC committee meeting will be convened in a timely manner to review the Adverse Event Report.

9.  Adverse events not warranting immediate attention by the committee are reported at the next HUC meeting.
10.  Adverse events for each protocol are tracked using a DCI database system.  This allows a summary of all adverse events for a particular protocol that can be presented to the HUC at any time.  
ADDENDA - PROTOCOL MODIFICATIONS

1) Addenda to research protocols are required for any of the following:

a) Extension of approved studies to undertake new experiments. 
b) Additional funding to complete approved studies.
c) Modifications in the use of human subjects or animals.
d) Additional human subjects (or animals) to be enrolled.
e) Modifications of the consent form.
f) Advertisements.
2) A new Addendum is not necessary when a Cooperative Research And Development Agreement (CRADA) is submitted after the final approval of a protocol, or when a pre-existing CRADA is amended, unless the amended CRADA affects the science or risk to the subjects. 

3) Addendum Preparation

a) Investigators are required to submit an Addendum through the Medical Monitor using the template available on the DCI web site. The PI enters all requested changes into the electronic version of the WRAMC protocol and consent form, highlighting all changes to a new consent form in yellow. This ensures that there is only one version of the most current protocol. 
b) A copy of the most recent Annual Progress Report and the approved consent form are also required. 
4) Addenda are submitted to the RRS Addendum Coordinator for processing. The investigator is reminded that no changes in the protocol can be initiated until the approval letter has been received.
5) The Addendum Coordinator makes a determination whether the Addendum qualifies as Expedited or Non-Expedited, or requires a new research protocol, using these criteria:

a) Expedited Addenda: Addenda with simple administrative changes or with minor changes to the plan that do not alter the risk to benefit ratio of the study.
b) Non-Expedited Addenda: Addenda requesting DCI funding or moderate changes in the protocol, or requesting any changes that may negatively alter the risk /benefit ratio to a study subject, are scheduled for review at the next CIC or HUC meeting, as appropriate.

c) A new research protocol is required for any of the following changes:

i) Significant changes in research objectives.
ii) Major changes in procedure, method, or organization of the study, to include multi-year extensions of ongoing studies.
iii) Major changes in the use of experimental subjects or animals.
iv) Projects ongoing for more than 10 years, except for oncology protocols, which may continue for a longer period of time. (Protocols can be initially approved for up to 5 years. This time period can be extended up to an additional 5 years under the “Exception to DCI Policy” mechanism.)
6) Review of Expedited Addenda

Expedited Addenda are reviewed and approved by the HUC Co-Chairperson (i.e., Chief of CSS or Chief of RRS) or other designated person by the HUC Chairs in DCI, and reported at the next HUC meeting.
7) Review of Non-Expedited Addenda

a) Non-Expedited Addenda go for full committee review.
b) Each Addendum is assigned a Primary Reviewer who is responsible for presenting a detailed analysis of the requested revisions.
c) Both the Primary Reviewer and all other IRB members are provided with the following documents:
i) Addendum
ii) Informed consent form(s)
iii) Other relevant documents, depending on the complexity and risk of the protocol
iv) Most recent APR.
d) The committee takes any one of the following actions for each protocol:

i) Approval as is
ii) Approval with revisions
iii) Table with revisions
iv) Disapproval
8) When the Addendum is approved, written notification is forwarded to the PI.

9) The following steps are taken to ensure that investigators do not implement any protocol changes without prior IRB review and approval:

a) A statement in the Principal Investigator’s Guide
b) Verbal reminders to the PI at the time the Addendum is reviewed by the CIC or HUC
c) A statement to that effect in the Committee minutes.
CHANGE OF PRINCIPAL INVESTIGATOR

1. If the principal investigator (PI) of an open study is leaving WRAMC due to transfer of duty station or retirement, a new principal investigator needs to be designated.  If the PI is deployed and he/she must designate an associate investigator as acting PI. The acting PI must meet all of the qualifications of a WRAMC PI to include completing the required research education.
2. To designate a new PI, the current PI submits a request form to DCI. The new PI or Acting PI needs to sign this document, which includes the ‘Responsibilities of PI Statement’ and ‘Investigator Compliance Memorandum’.  
3. For protocols that use non-federal funds, the PI needs to complete a Conflict of Interest Memorandum.  

4. For IND studies, the new PI needs to complete an FDA Form 1572.

5. DCI then confirms the designation of the new PI with a written memo to the current and new PIs.
6. The following procedure determines whether a consent form update is required:
If the study is ongoing and subject accrual is continuing, the consent form will need to be updated, replacing the old PI information with the new PI on the first page of the consent form, the old PI information will need to be replaced by the new PI’s information. If the new consent form is found to be acceptable, the APR Coordinator re-stamps each page, annotating the PI change, new approval date, expiration date, and the coordinator’s initials. If the study is closed for subject accrual and only open for patient follow up or data analysis, then a consent form change is not necessary.
7. The current PI transfers all research records and administrative documents of the study to the new PI.

8. The IRB Administrator reviews the Change of PI form to assure the new PI meets the requirements for research conduct and the informed consent form is up-to-date. 
HIPAA REQUIREMENTS

HIPAA Authorization

1) The Health Insurance Portability and Accountability Act (HIPAA) imposes certain requirements on research studies that collect any of the 18 personal health identifiers. The Confidentiality section of the Human.doc template includes a checklist to assist the PI to meet the HIPAA requirements.
2) If a protocol requires an Authorization, the PI is required to submit the Authorization at the time the protocol is first submitted to DCI.
3) The Protocol Coordinator reviews the Authorization, and makes necessary changes.
4) The Authorization is submitted to the WRAMC Privacy Officer/Board for approval. Approval is indicated by affixing a stamp at the bottom of the Authorization.
5) Waivers: Waivers for Authorizations can be made by the HUC or by individual reviewers of Exempt protocols.  
Second Tier Review

1.  Per Army regulations AR 40-38, all approved WRAMC protocols are forwarded to the Army Clinical Investigation Regulatory Office (CIRO). CIRO is provided with a copy of the final protocol, prior protocol versions, consent forms, CVs of the PIs, and Committee minutes.
2.   Extramurally-funded, IND, and IDE protocols require CIRO approval. Other protocols only require CIRO concurrence.

3.  The protocol is forwarded to CIRO for concurrence and MRMC (Medical Research and Material Command) for second-level IRB approval if any of the following apply:

a.
MRMC holds the IND or IDE
b.
The study involves any MRMC facilities or investigators (USAARL, USAMRID, USARIEM, ISR, WRAIR, USAMMDA, USAMRAA)
c.
The MRMC sponsored study will be conducted at any external sites (sites other than Army Medical Treatment Facilities, or other posts where the research is not reviewed by the Clinical Investigation Program).
4.
For animal protocols, the following second-tier approval procedures apply:

a. Rodents and smaller animals (mice, rats, guinea pigs, and fish) - DCI sends to CIRO for filing purposes
b. Larger than rodents (cats, dogs, rabbits, pigs, and monkeys) - Requires CIRO approval
5.
Both the Hospital Command and CIRO are notified of all committee actions as described above.  Neither the command nor CIRO has the authority to over-ride disapproval by the committee.  Suggestions or comments from either reviewing authority are communicated back in writing to the committee for consideration and review.

RADIATION SAFETY COMMITTEE
Policy for Review of Protocols Involving Ionizing Radiation Exposure by the Radiation 

Safety Committee (RSC)
1.
On 17 October 1995, the Chief of the Research Review Service, DCI, and the Chief, Nuclear Medicine Service, and the representative of the Radiation Safety Committee on the Clinical Investigation Committee (CIC) reviewed the procedures and requirements for RSC review of protocols involving exposure of human subjects to ionizing radiation.  The paragraphs below summarize the current requirements for review of such protocols.

2.
The Protocol Coordinator reviews the protocol to determine if the ionizing radiation is part of standard of care. These protocols do not need to be reviewed by the RSC.

3.
Radiation Safety Committee will review any protocol involving exposure of human subjects to ionizing radiation that they would not have received as part of standard clinical care, regardless of the level of exposure.

4.  The determination of whether the radiation exposure is part of standard clinical care or not will be determined by the CIC member representing the RSC in consultation with the principal investigator of the protocol, the Chief, Research Review Service, and any other physicians whose input is deemed necessary by the RSC representative.

5.  Once a protocol is classified as needing review by the Radiation Safety Committee, a copy of the protocol and consent form are forwarded to the RSC with a request for full RSC review and.

6.  If a protocol requires the review by the Radiation Safety Committee, then the final approval is given by the Research Review Service, DCI only after receiving a written approval from the RSC.

EMERGENCY ONE-TIME USE OF AN INVESTIGATIONAL NEW DRUG (IND) OR DEVICE (IDE)
1.
Definitions:


a. An "emergency medical situation" is defined as one in which

i. a single patient has a life-threatening condition, 
ii. a physician wants to use a drug not approved for general use by the Food and Drug Administration, and 
iii. there is insufficient time to submit a protocol to the Human Use Committee (HUC).
b. An "IND" is a drug that is available for use only under a "Notice of Claimed Investigational Exemption for a New Drug" approved by the FDA.
2.
IND/IDE Number:

a.
If an investigational new drug is being considered for use in a single patient, the attending staff physician responsible for the patient must determine that the drug offers an opportunity for patient benefit beyond that of a marketed alternative.
b.
An IND/IDE number must be obtained. Whenever possible, this should be accomplished by using the drug under a third party IND (usually a manufacturer's IND/IDE) with their approval.
c.
The physician will contact the manufacturer and ask for approval to use their IND/IDE on a one-time emergency use basis.  If they cannot provide them with the IND/IDE number because an application is pending approval, they should ask for the name and phone number of the medical officer at the FDA who is processing the application and contact that person for the IND/IDE number.  If an IND/IDE application has not been submitted by the manufacturer, the physician should contact the FDA, Division of Emergency and Epidemiological Operations, at (301) 443-1240.  After hours, (nights and weekends), the physician should contact the FDA at (202) 857-8400.
3.
Important Regulations:

a.
The investigational new drug must be shipped to and dispensed by the WRAMC Pharmacy.  Devices should be shipped to DCI.
b.
The Chief, Clinical Investigation Regulatory Office (CIRO) is the final approval authority for the use of an investigational new drug in a single individual patient upon request from an Army medical facility commander.  At WRAMC, the Department of Clinical Investigation (DCI) acts on behalf of the Commander, WRAMC, and the HUC to provide local clearance.
c.
Approval of an IND/IDE in an emergency situation is granted only for one time use.  If patient care needs dictate use of the IND/IDE at a later time or in another patient, the FDA requires approval of a clinical investigation protocol application by the WRAMC HUC.

4.
The following steps must be followed and information obtained by a physician who wants to use an IND/IDE in an emergency medical situation.

a.
The requesting physician will obtain the patient's voluntary and informed consent to the use of the investigational new drug and document such in the patient's chart.  The standard DA Form 522, "Request for Administration of Anesthesia and for Performance of Operations and Other Procedures", should be used.  The sponsoring company's consent form will not be used for this purpose.
b.
The requesting physician will contact DCI for local clearance and authorization to contact CIRO.  Provide both sources with the following information:
[POC is Chief, Research Review Service, DCI, or Chief, DCI at 202-782-6389 during duty hours; alternate POCs are the Chairs of the Human Use Committee at 202-782-5762 (pager 1653537) and 202-782-2739 (pager 1653588)  After duty hours, contact the AOD at 202-782-7309, who will provide on-call telephone numbers for the above.]

(1)
Name, diagnosis, and SSN of patient.
(2)
Name, dosage, length of use, and source of the drug.
(3)
IND/IDE number for the use of the investigational new drug.
(4)
Name of the responsible staff physician.
c.
The requesting physician will document the date and time of local clearance from DCI.
d.
The requesting physician will notify the Pharmacy Service of incoming investigational drugs (202-782-7400/3835) or DCI, Chief, Research Review Service (202-782-7858) for incoming devices.
e.
The requesting physician will contact CIRO for final approval.
[POC is the Chief of the Clinical Investigation Regulatory Office at 210-221-2511/9302 or Autovon 471-2511/9302.  After duty hours, the CIRO Regulatory Staff Officers are on call 24 hours a day at 210-613-1442(digital) or 210-380-8206(cell).
f.
The requesting physician will submit a memorandum to CIRO through DCI within one working day (emergency.doc).
g.
The request memorandum is logged into a computerized tracking system by the appropriate Coordinator.
h.
The memorandum is reviewed by the Asst Chief, DCI (Co-Chairman, HUC) and reported to the HUC at the next meeting.
i.
The requesting physician will prepare a follow-up written report that includes the outcome of the use of the IND/IDE to be submitted to DCI within 10 days of the end of IND treatment or after six weeks of initiating the drug (template available on DCI web site and template disc). Include copies of any forms or reports furnished to a drug company or other non-DA agency in connection with this drug use.
j. The follow-up report is reviewed by the Assistant Chief, DCI and reported at the next HUC meeting.
IRB DOCUMENT STORAGE
The Department of Clinical Investigation provides space for electronic and/or hard copy storage of protocol files, consistent with 45 CFR 46.115(a)(1), (2), (3), (4), and (7). These files include the following:
1.
Copies of all research proposals reviewed, scientific evaluations that accompany the proposals, approved sample consent documents, and accompanying documents pertaining to that protocol.

2.
Minutes of IRB meetings that detail the attendance at the meetings; actions taken by the IRB; the vote on these actions including the number of members voting for, against, and abstaining; the basis for requiring changes in or disapproving research; and a written summary of the discussion of controversial issues and their resolution.

3.
Records of continuing review activities, including annual progress reports, adverse event reports, and reports of injuries to subjects.

4.
Copies of all correspondence between the IRB and the investigators.

5.
A list of IRB members identified by name; earned degrees; representative capacity; indications of experience such as board certifications, licenses, etc. sufficient to describe each member's anticipated contributions to IRB deliberations; and any employment or other relationship between each member and this institution; for example: full-time employee, part-time employee, a member of governing panel or board, stockholder, paid or unpaid consultant.

6. Statements of significant new findings provided to subjects. 

7. Emergency use review and reports.

8. Significant new findings that are to be reported to subjects will be recorded as part of the HUC minutes.

9. Budgetary and accounting accomplished and documented by the Research Administration Service, Department of Clinical Investigation.

10. Data collection sheets, signed consent forms, and other records relating to the conduct of research are to be retained by the PI for at least three years after completion of the research. These records shall be accessible for inspection and copying by authorized reviewing authorities.

PROTOCOLS INVOLVING BANKING OF SAMPLES FOR GENETIC RESEARCH
These guidelines are prepared in support of the WRAMC Pamphlet 40-112, Human Biological Specimen Banking.
The purpose of these guidelines is to give specific detail regarding information to be given  to human subjects donating specimens for use in genetic research. This information should be included in the application for research and the written consent form documents.
Definition of Genetic Research:
The analysis of human DNA, RNA, chromosomes, proteins, and certain metabolites in order to detect heritable disease‑related genotypes, mutations, phenotypes, or karyotypes.  Examples of these genetic studies include: predicting risk of disease, identifying carriers establishing prenatal and clinical diagnosis or prognosis, monitoring, and screening both prenatally and in newborns. [From the Task Force on Genetic Testing, NIH‑DOE Working Group on Ethical, legal and Social Implication of Human Genome Research, Sept 1997].
1. Purpose of Study
Inform subjects that the sample they provide will be used for genetic research.
2. Storage:
(a) Inform subjects how long sample will be stored.
(b) Inform subjects where the sample will be stored.
(c) Inform subjects how the samples will be safeguard.
(d) Inform subjects who would be the point of contact if retrieval of sample becomes necessary.
3. Subject Access to Genetic Information
(a) Inform the subjects what information regarding the results of the study that they will receive (will this be individualized results or general summary results?).
(b) If results will not be provided to the patient state this and explain why.




(c) If results are to be disclosed,
          ‑ indicate at what point in the research that the findings will be disclosed.
          ‑ describe who will be responsible for disseminating the information.
          ‑ describe what supports are available after the subject is provided this information (genetic counseling etc.)?


(d) Describe plans to handle incidental findings (paternity, disease or conditions other than the one under study).
4. Secondary Use


(a) Inform subjects if subsequent investigators may be given access to samples.


(b) If subsequent investigators will be given access to the samples, inform the subject whether the samples will be provided to the receiving investigators with or without identifiers.
(c) Give subjects the option of consenting now to a future second use.
(d) Disclose plans for future re‑contact of the subjects.
(e) Describe plans for deciding priorities for future research projects involving this tissue.
(f) Describe a plan outlining who will control the decision regarding the use of these 
samples by other researchers.
5. Risks
(a) Inform the subject of any of the following applicable potential social risks that could be associated with learning the results of the research or a breach of confidentiality:
Potential impact on insurability

Potential impact on employability
Potential impact on reproduction plans
Potential impact‑on family relationships
Potential impact on immigration status
Potential for paternity suits
Potential for social stigmatization

(b) Inform the subject of any of the following applicable potential psychological risks that could be associated with learning the results of the research or a breach of confidentiality:
            Potential impact of learning results.
            Potential impact if no effective therapy exists.
            Potential impact as psychological stress for family members.

(c) Inform the subject of any of the following applicable potential physical risks that could be associated with a breach of confidentiality:
6. Confidentiality Issues
(a) Inform the subjects whether patient identifiers will be maintained with the 
samples.
(b) If identifiers will be maintained, describe what identifiers will be maintained and detail a plan to keep research results and clinical identity separate.
(c) Describe plans for physical security of data and sample.
(d) Inform the subject about the limits of confidentiality (who will have access to the
research results and under what circumstances). This should include the plan        
regarding access to the data by the subjects family, third party payers, employers 
and the subjects physician.
7. Costs to Subject
Describe to the subject the cost of genetic counseling or psycho/social counseling  that may be required if the results are disclosed.
8. Significant New Findings
Disclose the plan regarding willingness to inform subjects if, in the future, the research results are accepted to have clinical relevance.
9. Withdrawal from Research
(a)  Inform the subject that they have the right to withdrawal and have the sample  destroyed at any time.
(b) Inform the subject that they have the right to have identifiers removed without destroying the sample.
(c) Provide instructions regarding how to withdraw from the study or how to have identifiers removed.
10. Excess Tissue Protocols
(a) Inform the subjects that tissue removed from their body will be sent to pathology for diagnosis as established by hospital regulations.
(b) Include information regarding how it will be verified that surgically removed tissue is indeed excess.
11. Family Members
(a) If family members are involved in the research protocol, describe how each subject will be protected against disclosure of medical or other personal information about themselves to other family members?

(b) If family members are involved in the research protocol, describe how individual subjects will be given the option not to receive information about themselves
12. Commercial Interest
(a) Inform the subject about anyone having a commercial interest in the research (investigator, pharmaceutical or biotechnical company sponsor, or government agency).
(b) Inform the subject that the samples they provide may have some commercial value describe any financial benefit they may expect.
PROTOCOL DEVIATIONS
1.
Principal Investigators are responsible for reporting protocol deviations promptly to DCI.  Deviations may also be identified in the course of Annual Progress Reports, Addenda, Audits, or Adverse Events reports.

2.
The following criteria are considered in determining whether the deviation represents serious or continuing noncompliance:

a.
Whether the subject was harmed by the noncompliance or placed at risk of imminent harm.
b.
Whether there is evidence of prior intent on the part of the Investigator.
c.
The subject’s perception of the event.
d.
Whether this investigator has a history of previous protocol noncompliance.
3.
If the HUC makes a determination of serious or continuing noncompliance, the case is reported to appropriate authorities as described in the Reporting Procedures section. In addition, the HUC may take remedial or disciplinary actions, including:

a.
Suspension of the protocol
b
Termination of the protocol
c.
Disciplinary measures taken against the PI or other study personnel
d.   Requirement to take the DCI Research Course
Reporting Procedures

1.
The HUC will promptly report the following events to appropriate institutional officials, regulatory agencies, sponsors, OHRP, and/or the FDA, as appropriate:

a.
Any instance of serious or continuing noncompliance with pertinent regulations or the requirements or determinations of the IRB.
b.
Any unanticipated problems involving risks to human subjects or others.
c.
Any suspension or termination of IRB approval.
2.
The Chief, DCI, or Chief, RRS are the officials responsible for reporting the above problems or actions to appropriate WRAMC institutional officials, supporting agency or department heads, and/or OHRP.  Such notification will occur within one month after the decision is made.

2. Both the Hospital Command and CIRO are notified of all committee actions as described above.  Neither the command nor CIRO has the authority to over-ride disapproval by the committee. Suggestions or comments from either reviewing authority are communicated back in writing to the committee for consideration and review.

Potential Conflicts of Interest in Clinical Research at Walter Reed Army Medical Center (WRAMC): Guidance for Human Subject Protection

1. REFERENCES:

a. 21 CFR 54, Financial Disclosure by Clinical Investigators
b. 21 CFR 56, Institutional Review Boards
c. 42 CFR 50, Subpart F, Responsibility of Applicants for Promoting Objectivity in Research for which PHS Funding is Sought
d. Draft Guidance Document, DHHS, Financial Relationships and Interests in Research Involving Human Subjects: Guidance for Human Subject Protection, March 31, 2003
e. 45 CFR 46, Protection of Human Subjects
f. AR 70-25, Use of Volunteers as Subjects of Research
2. PURPOSE:  

a. To provide guidance to WRAMC investigators and the Human Use Committee (HUC) members on identifying and eliminating (or minimizing) significant conflicts of interest in the conduct of research involving human subjects.

b. To establish a procedure for the disclosure of “significant” financial interests for WRAMC investigators and HUC members.

3. SCOPE: This policy affects all members of WRAMC’s HUC and all investigators conducting research reviewed by the HUC.

4. BACKGROUND: Concerns have grown that conflicts of interest (COI) in research, often derived from financial relationships and the financial interests they create, may affect the rights and welfare of human research subjects. In May of 2000, HHS announced five initiatives to strengthen human subject protection in clinical research. One of these was a recommendation for institutions to develop guidelines for dealing with financial conflicts that would further serve to protect research participants. A COI occurs when a circumstance, such as career advancement or financial gain, has an influence on the researcher’s judgment of a primary interest, such as a patient’s welfare. Concerns are raised when financial considerations may compromise an investigator’s judgment and independence in the design, conduct, or publication of research.  Any research links with industry raise the prospect that scientific advances will bring financial gain as well. COIs pose the risk of peril to the individual subject, threaten the validity of the data (which transfers harm to future patients), and diminishes the public trust. They are potential risk management issues for the institution, and ultimately compromise the entire research enterprise at WRAMC.

5.  DEFINITIONS:

a. Significant Financial Interest is defined as anything of monetary value, including but not limited to, salary or other payments for services (i.e., honoraria, grants for ongoing research), per capita payments for enrollees, finder’s fees for enrolling subjects, equity interests (i.e., stocks, stock options, other ownership interests, excluding mutual funds), and intellectual property rights (i.e., patents, copyrights, licensing agreements, and royalties from such rights). The term does not include: (1) salary, royalties, or other payments from the institution conducting the research or from any organizational unit within the U.S. Army; (2) ownership interests in the institution conducting the research; (3) equity interest that does not exceed $10,000 and does not represent more than a 5% ownership in any single entity; and (4) salary, royalties, or other payments that are not expected to exceed $10,000 over the next twelve months. The financial interests of an investigator or IRB member include the financial interests of the individual’s spouse and dependent children.

b. Financial Conflict of Interest is defined as any significant financial interest that may be reasonably expected to undermine the integrity of the research stemming from the researcher’s financial interest. A financial COI most often arises from an investigator’s financial relationship with the sponsor of the research.

6. INVESTIGATORS DISCLOSURE REQUIREMENT: Prior to initial protocol review, investigators must disclose to the WRAMC HUC any significant financial interest with a research sponsor, and any other significant financial interest that may reasonably appear to affect, or be affected by, their research. The disclosure must be updated if the investigator acquires new significant financial interests with a sponsor, or new significant financial interests that may otherwise reasonably appear to affect or be affected by the research, during the conduct of the research, the data analysis, or the reporting of results of the research. Additionally, investigators are required to update their disclosure at the time of their research protocol’s annual review. The disclosure must:

a. Be in writing;

b. Be titled “DISCLOSURE OF SIGNIFICANT FINANCIAL INTERESTS OF THE INVESTIGATOR”;

c. Include the investigator’s name, title, organization, name of the research protocol, and a list of all sponsors of the protocol;

d. List all significant financial interests (see definition above) that the investigator, spouse, or dependent child has with a research sponsor, and all other significant financial interests that may reasonably appear to affect or be affected by the research. The list must include the name of the organization in which the investigator has an interest, the nature of the interest (i.e., salary, equity, intellectual property rights) and a detailed description of the interest including the approximate dollar amount;

e. List steps taken, if any, to minimize the potential for harm to human subjects or research objectivity resulting from any of the disclosed interests;

f. If there are no interests to disclose, include the statement “I certify that I have no significant financial interests with a research sponsor, or that may reasonably appear to affect or be affected by the research.”

g. Be dated and signed by the investigator;

h. Be submitted along with the protocol for HUC review.

A sample disclosure is available on the DCI template webpage.

7.  DETERMINING THE EXISTENCE AND NATURE OF A COI:  The WRAMC HUC is tasked to evaluate whether the research involves financial relationships that may potentially harm a research subject or compromise the integrity of the research, and to determine what actions are necessary to protect human subjects and ensure those actions are taken. The HUC, the institution, and the investigators should consider:

a. How is the research supported or financed?

b. Where and by whom was the study designed?

c. Where and by whom will the safety and efficacy data be analyzed?

d. What are the financial relationships between the investigators and the sponsor?

e. Does the investigator have any proprietary interests in the product including patents, trademarks, copyrights, and licensing agreements?

f. Does the investigator have equity interest in the sponsor?

g. Does the investigator or WRAMC receive any compensation that may be affected by the study outcome?

h. Does the investigator or WRAMC receive payment of other sorts? (i.e., grants, compensation in the form of equipment, retainers for ongoing consultation, and honoraria) If so, what are the arrangements for payment? Does the payment go to the institution or the investigator?

i. What is the payment per participant or incentive payments, and are those payments within the norm?

j. Given the financial relationships involved, is WRAMC the appropriate site for the research?

k. Are there mechanisms in place to separate responsibilities for financial decisions and research decisions?

8. ELIMINATING OR MITIGATING A COI:  Given the presence of a significant COI, the HUC will determine if the rights and welfare of human subjects would be better protected by any or a combination of the following:

a. Elimination or reduction of the financial interest.

b. Disclosure of the financial interest to the prospective subjects.

c. Separation of responsibilities for financial and research decisions.

d. Additional oversight or monitoring of the research.

e. An independent data and safety monitoring committee.

f. Modification of roles of particular research staff. (i.e., a change of the person who seeks consent, or a change of investigator or medical monitor)

The HUC should consider not approving research until it is satisfied that significant COIs have been eliminated, managed, or reduced, unless there are extenuating circumstances.

9. DISCLOSURE TO SUBJECT IN CONSENT PROCESS AND FORM: For approved research in which significant COIs cannot be eliminated, the HUC may require disclosure of the specific COI in the informed consent process and document. The consent process and form should also document how the COI is being managed, and what protections have been put in place.

10. MAINTENANCE OF FINANCIAL DISCLOSURE STATEMENTS: The HUC will maintain records of financial disclosures and actions taken with respect to each COI for at least one year from the date of the completion of the research. To the extent permitted by law, the HUC will maintain confidentiality of all records of financial disclosure. For example, if any such records are sought under the Freedon of Information Act (FOIA), the custodian of the records will seek legal counsel and request that the government assert all applicable exemptions to disclosure under FOIA. The HUC should take steps to ensure that financial disclosure statements are only accessible to personnel with a need to review those statements (i.e., HUC members, the Commander, and Department of Clinical Investigation administrative personnel).

11. FAILURE TO COMPLY WITH COI POLICY: The HUC may suspend research if they believe that an existing COI is deemed to threaten subject safety or the integrity of the research, or upon discovery that an undisclosed significant COI exists. 

12. ADDITIONAL REQUIREMENTS FOR IRB MEMBERS:  WRAMC HUC members are often clinical investigators and in such capacity, are required to follow the financial disclosure policy for their intended research. Additionally, it is essential that while serving in their official capacity on the HUC reviewing scientific protocols, HUC members remain free of COI with regard to their official capacity outside of the HUC. A HUC member may not deliberate or vote in the initial or continuing review of any protocol in which they have a conflicting interest except to provide information requested by the HUC. Examples of prohibited conflicts include, but are not limited to the following:

a. Potential for Financial COI. A HUC member may not participate in the HUC proceedings for research in which the member or an immediate family member is a corporate officer, stockholder, consultant or employee of the research sponsor. 

b. Potential for Personal Reward. A HUC member may not participate in the HUC proceedings for research in which the member is affiliated with the protocol as the principal investigator, associate investigator, sponsor’s representative, or responsible in any way for funding or promoting the research.

c. Command Influence. The command’s research and development mission may not override or obscure HUC methods. The HUC must always operate and be seen as operating as a reasonable, deliberative body, whose objective is to protect the safety and welfare of the human research subject. Therefore, a HUC member may not deliberate or vote on a protocol if the member feels that he/she has been subject to undue command influence to approve the protocol.

13.  It is the responsibility of the WRAMC HUC Chair to query HUC members about the presence or absence of COIs regarding any of the protocols at the beginning of each HUC meeting. Results of such polling of HUC members shall be reflected in the meeting minutes. Members must certify that they are free of COIs, or disclose all conflicts and recuse themselves from the deliberating and voting on the protocols for which they have a COI. Members should recuse themselves from any protocol should they feel they may have a COI. 
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MEMORANDUM FOR ALL WRAMC INVESTIGATORS AND AUTHORS

SUBJECT:  Policy Guidelines for the Clearance of Manuscripts, Abstracts, Case Reports, Book Chapters, Letters to the Editor, Reviews, Speeches, Presentations, etc.

I. References.  

1. MEDCOM Policy Memo 05-018, 2 December 2005, Subject: Release of Actionable Medical Information Policy Memorandum (This document may be accessed through the DCI web site, Publication Clearance Template).

2. OTSG/MEDCOM Policy Memo 05-002, 24 February 2005, Subject: Clearance Procedures for the Public Release of Official Information about the Army Medical Department (AMEDD) Obtained of Official Position.  (This document may be accessed through the DCI web site, Publication Clearance Template).

The document may be accessed from the file MEDCOM Policy for Publication Clearance. PDF at the DCI web site: 

http://www.wramc.amedd.army.mil/departments/DCI/Downloads/_Protocol%20Templates/_Click%201st%20to%20Read%20Me%20Please!.htm
3. Uniform Requirements for Manuscripts Submitted to Biomedical Journals: Writing and Editing for Biomedical Publication” updated October 2004 (http://www.icmje.org/).

4. Army Regulation 360-1, the Public Affairs Program

This document may be accessed through the Army Publishing Directorate web site:

www.apd.army.mil

II. Purpose.  To provide guidelines for WRAMC staff on the requirements and the process of the publication/presentation clearance of manuscripts, abstracts, case reports, book chapters, letters to the editor, reviews, speeches, presentations, etc.  This policy covers the professional work intended for release in a public forum.  If the author(s) intend to keep the work within the DoD system in a classified or For Official Use Only (FOUO) status, then this policy does not apply.  However, publications, websites, or conferences that are Army or DoD sponsored, but available or open to the public, are considered an open source and subject to the provisions of this policy.

III. Guidelines.  

1. All written materials, e.g., manuscripts, abstracts, PowerPoint, case reports (also see reference 1 for the list), being submitted for publication/presentation that reflects the WRAMC affiliation must be approved and cleared through: 1) the Service Chief and/or Department Chief where WRAMC author(s) is assigned, 2) as applicable the WRAMC Brigade Operation Security (OPSEC) Officer for combat or military operations-related documents, 3) the Public Affairs Office (PAO) for evaluation of the potential impact on the public of releasing professional work and guidance to the author in preparing to respond to media or public inquiry about the work, and 4) the Department of Clinical Investigation (DCI) who represents the WRAMC Commander.   Additional approval may be required by the Directorate of Telemedicine for web publications or other DoD institutions if the nature of the publication/presentation requires it.

2. Proper clearance must be obtained before the material is submitted for public dissemination, publication in a journal, book, etc.

3. Specifically, the following written materials including manuscripts, abstracts, PowerPoint, case reports, book chapters, presentations, etc., reflecting WRAMC affiliation require WRAMC approval:  

a. Reports involving WRAMC patients.

b. Reports citing WRAMC in the title or byline.

c. Reports of WRAMC approved clinical investigation research projects.

d. Reports by WRAMC assigned personnel.

e. Reports of combat zones or military operations.

4. The Examples of materials that do not require WRAMC approval include:

a. Personal Speeches 

b.   Letters to the editor when expressing a personal opinion and clinical or military data are not disclosed

c. Works of fiction such as short stories, novel, movies, or plays

5. With respect to authorship guidelines, the Department of Clinical Investigation adheres to the policies put forth by the International Committee of Medical Journal Editors (ICMJE).  Please refer to the above reference 2.

6. For presentation/publications from combat zones or military operations, the OPSEC officer will review the materials to prevent release of actionable intelligence that could be harmful to the USA national interests.  The OPSEC review requires that in the case of a slide presentation, a separate scripted document of what is going to be stated at the meeting be submitted.  The OPSEC officials will analyze the work in the following areas.  Any work that references the areas listed below could constitute a denial of the submitted work.


a.  Classified or FOUO information.


b.  Weapons system or equipment vulnerabilities.


c.  Casualties or injuries that occurred from specific attacks or located in a specific area.


d.  Units and locations.  In some cases it may also be appropriate to remove the specific combat theater in question.


e.  Casualty rates of any type.


f.   Physical processing methods of patients.  This includes the operational management of casualties in theater and procedures used to retrieve casualties from the battlefield.


g.   Troop rotation or movement patterns or schedules.


h.   Photographs or videos of wounded or deceased soldiers. (See AR 360-1; paragraph 5-31 for a detailed explanation of photographs and videos.)


i.    Logistic system weaknesses.


j.    Protected health information.

7. For presentations/publications, the Public Affairs Office will review the materials to evaluate potential media and public impact and to prepare authors for response to media/public inquiry, as well as items addressed in reference 4.

8. For research related publications/presentations, DCI will verify whether the research has received the appropriate institutional approval.  

a. If a publication is in support of WRAMC research, DCI will review the material for adherence to clinical investigation regulations to assure that the research has been conducted in accordance with the approval plan and that human subjects have been adequately protected.  The following information should be provided in the Materials and Methods or Acknowledgement section of all publications (as appropriate):  

(1) The WRAMC Clinical Investigation Committee, the Animal Care and Use Committee of ____ (name of the institution), and/or the Human Use Committee approved the research.

(2) All subjects enrolled into the study voluntarily agreed to participate and gave written informed consent.

(3) The study was a retrospective chart review and was granted an exemption from IRB.

(4) The data was analyzed at WRAMC but were collected under the approval of the institution that oversaw the primary study (name the institution)

(5) Funding for the study was provided by the sponsor (specify the sponsor) or the Department of Clinical Investigation, under Work Unit #________.

b. If a publication/presentation is in support of a non-WRAMC research, provide the name of the approval institution, title and the work unit number on the publication clearance request form along with a copy of the institutional approval memorandum.  

c. If a publication/presentation is not in support of an approved protocol, provide proper explanation or justification on the request form.

9. Disclaimer: All publications whereby WRAMC is cited in the bylines will state on the cover page the following sample disclaimer:

“The views expressed in this [article, book chapter, speech, presentation, etc.] are those of the author(s) and do not reflect the official policy of the Department of Army, Department of Defense, or U.S. Government.”

10. Request for Presentation/ Publication Clearance: To obtain publication/presentation clearance, complete the “Request for Publication/Presentation Clearance” Form (pub-clear.doc) on the DCI website under Publication category:  
http://www.wramc.amedd.army.mil/departments/dci/templatesframe.htm
The course to follow when requesting document clearance is as follows:

a. Submit the Clearance Form appropriately filled out to your Service/Department Chief for signature with evidence of any appropriate permission (e.g., copies of signed WRAMC Form 56 from patients to consent for the release of their photographs) and internal staffing. 

b. If the document pertains to data from a combat zone or military operation(s), OPSEC must clear the presentation/publication next.

c. The PAO clearance is the next review to be obtained.  Submit the document and the Clearance Form with all the appropriate signatures to PAO for review and approval.

d.  The final step is to submit to DCI when all other appropriate signatures have been obtained.  Normally, PAO will forward the document and the properly signed Clearance Form to the DCI for final review and approval. 

See the following diagram for the entire routing steps:

	Combat zone or Military 

Operation(s) related data
	Routing of Publication/Presentation Clearance 



	
	OPSEC
	PAO
	DCI

	Yes

No
	X
	X

X
	X

X


Timeline for clearance:  Thirty (30) working days or 6 weeks are necessary for clearance of documents.

a. The OPSEC requires 10 working days for review and clearance

b. The PAO requires 10 working days for review and clearance unless forwarded to the MEDCOM PAO which may take up to 30 more days

c. The DCI requires 10 working days for review and clearance

*Note:  

a. Submission to these offices in sequential fashion is preferred.  The main author (or his/her designee) would be responsible of staffing his/her own documents to be cleared (submit and pick up at the three places).  

b. The Review Officials will transmit the approval or denial back to the author(s).  If a work is denied, the officials will state the specific reasons for denial.  The author(s) may make the necessary changes and submit the work for approval.  

c. If time-sensitive, parallel submission of documents to the three clearance offices is allowed.  However, the final clearance will be given only when all three (or two – if OPSEC is not required) offices have cleared the publication.  The DCI will issue the final clearance signature.

11. For further information, please contact: OPSEC:  (202) 782-8830/33, PAO:  (202) 782-7177 and/or DCI:  (202) 782-7823 or alternate at (202) 782-6389.

Guidance on Authorship of Manuscripts Submitted to Biomedical Journals


The Department of Clinical Investigation subscribes to the policies put forth by the International Committee of Medical Journal Editors (ICMJE) entitled “Uniform Requirements for Manuscripts Submitted to Biomedical Journals: Writing and Editing for Biomedical Publication” updated October 2004. This document can be downloaded in pdf format from: 

http://www.icmje.org/
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